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Additional results for primary analyses

Table C1. Pair-wise com

parisons for ACR50 response: MTX-naive

MTX+ABAT MTX+ABAT IM/sc MTX+GOL MTX+TCZ (4 MTX+TCZ (8
Medication MTX (Iv) (sc) MTX+ADA MTX+ADA MTX+CTZ MTX+ETN (sc) MTXHEX MTX+RTX mg/kg) mg/kg) MTX+TOFA MTX+CyA IM/sc MTX+CyA MTX+HCQ/CQ MTX+55Z MTX+S5Z+HCQ
18(1.0to
3.4)
MTX+ABAT (V) 98% -
2.0(0.94t0 1.1(0.40t0
4.0) 27)
MTX+ABAT (sc) 97% 56% -
21(15t0 1.1(0.57to 1.1(0.49to
29) 22) 24)
MTX+ADA >99% 67% 56% -
2.2(0.80t0 12(037t0 1.1(0.33to 11(0.37to0
6.1) 4.0)
IM/sc MTX+ADA 94% 63% 57% 54% -
15(0.83to 0.80(0.35to 0.75 (0.30 to 0.71(0.36to 0.68(0.21t0
2.7) 1.9) 1.9) 1.4) 22)
MTX+CTZ 93% 27% 26% 13% 23% -
3.0(2.0to 1.6(0.78to 1.5(0.69to 1.4(0.86 to 1.4(0.46to 2.0(1.00to
4.6) 3.5) . .
MTX+ETN >99% 92% 86% 93% 72% 97% -
1.3(0.68 to 0.72(0.30to 0.68 (0.25 to 0.63(0.30to 0.61(0.18 to 0.90(0.37to 0.45(0.20to
2.6) 1.8) 18) 13) 2.0) 2.2) 0.95)
MTX+GOL (sc) 83% 21% 21% 10% 19% 38% 2% -
20(13t0 1.1(0.54t0 1.0(0.45to 0.97(0.57 to 0.92(0.32to 1.4(0.68to 0.68(0.37to 15(0.70 to
3.8) 2.7) X . .
MTX+FX >99% 62% 53% 45% 43% 83% 12% 87% -
24(13t0 1.3(0.55t0 1.2(0.48t0 1.1(0.57 to 1.1(0.34t0 1.6(0.69t0 0.81(0.37to 1.8(0.73to 1.2(0.48t0
4.4) 3.1) 3.2) 23) 3.6) 3.7) 17) 4.5) 2.4)
MTX+RTX 99% 76% 67% 68% 56% 90% 25% 92% 68% -
1.7(0.95to 0.90(0.39to 0.84 (0.34 to 0.79(0.42 to 0.74(0.23to 1.1(0.50to 0.55(0.27to 12(0.52to 0.81(035t0 0.68(0.30 to
MTX+TCZ (4 X X .
mg/kg) 97% 37% 34% 19% 29% 62% 4% 72% 25% 15% -
19(11to 1.0(0.45t0 0.96 (0.39 to 0.91(0.48to 0.86 (0.27 to 1.3(0.57to 0.64(0.32to 1.4(0.60 to 0.94(0.39to 0.79 (0.35 to 12(0.63t0
MTX+TCZ (8 3.4) 2.4) 24) 17) 28) 2.9) 13) 35) 1.9 18) 21)
mg/kg) 98% 54% 46% 36% 39% 76% 8% 82% 42% 26% 72% -
3.0(1.0t0 1.7(0.48t0 1.6(0.42to 1.4(0.47 to 1.4(0.32t0 2.0(0.60to 1.0(0.32t0 2.2(0.66 to 15(0.43t0 1.3(0.38t0 1.8(0.55to 1.6(0.48to
9.4) 5.9) 5.7) 4.6) 6.1) 7.4) 33) 8.4) 4.9) 45) 6.4) 5.5)
MTX+TOFA 98% 80% 75% 74% 67% 88% 51% 91% 74% 64% 86% 78% =
1.7 (0.86 to 0.93(0.37to 0.88 (0.33 to 0.81(0.39to 0.79(0.23 to 1.2(0.48t0 0.58(0.26 to 1.3(0.50 to 0.83(0.33to 0.71(0.29 to 1.0(0.43t0 0.90(0.37to 0.56(0.15to
3.4) 23) 23) 17) 2.7) 2.8) 12) 33) 1.9) 18) 2:5) 21) 2.0)
MTX+CyA 94% 43% 3% 29% 34% 64% 7% 72% 33% 22% 54% 40% 18% -
1.6(0.45to 0.84(0.21to 0.79 (0.19 to 0.75(0.21to 0.70 (0.19 to 1.0(0.26to 0.52(0.14t0 12(0.28t0 0.76(0.19to 0.65 (0.16 to 0.96(0.24 to 0.83(0.21to 0.52(0.10to 0.92(0.22to
6.0) 3.8) 4.6) 5.6) 3.2) 4.1) 3.6)
IM/sc MTX+CyA 75% 41% 37% 34% 30% 52% 17% 59% 35% 28% 48% 3% 22% 46% -
0.78(0.23to 0.43(0.10to 0.40 (0.10 to 037(0.11t0 0.35(0.07 to 052(0.14to 0.26(0.08to 0.59 (0.15 to 038(0.10t0 0.33(0.08to 0.47 (0.13t0 0.41(0.11t0 0.26(0.05to 0.47(0.11t0 0.50 (0.08to
2.9) 1.8) 1.8) 1.4) 18) 22) 0.93) 26) 15) 1.4) 1.9) 17) 15) 1.9) 3.0)
MTX+HCQ/CQ 35% 11% 10% 7% 10% 18% 2% 23% 8% 6% 14% 10% 6% 13% 22% -
1.1(0.41t0 0.59(0.19to 0.56 (0.17 to 0.52(0.19to 0.50(0.13 to 0.74(0.24to 0.36(0.14to 0.82(0.25 to 0.53(0.17to 0.46 (0.14 to 0.67(0.22to 0.58 (0.19to 0.36(0.09to 0.64(0.20to 0.67 (0.14to
2.8) 1.8) 0.94) 32 1.4(0.43t04.5)
MTX+SSZ 57% 17% 15% 9% 15% 28% 2% 37% 11% 8% 22% 15% 7% 20% 32% 70% -
23(1.2t0 1.3(0.49to 1.2(0.44t0 1.1(0.52to 1.1(0.31to 1.5(0.64to 0.77(0.43to 1.7 (0.68 to 1.1(0.44t0 0.96 (0.39 to 1.4(0.58 to 1.2(0.50to 0.74(0.21to0 1.3(0.54t0
4.8) 33) 33) 2.5) 3.8) 4.0) 15) 4.7) 2.6) 2.5) 35) 31) 2.9) 3.7) 15(0.33t06.3) 3.0(0.93t0 8.9) 2.2(0.851t0 5.6)
MTX+S5Z+HCQ 99% 71% 64% 61% 54% 86% 19% 89% 62% 46% 79% 68% 33% 74% -
1.1(0.59to 0.61(0.25to 0.57(0.22 to 0.54(0.27 to 0.51(0.24 to 0.75(0.32to 0.38(0.17to 0.84(0.33 to 0.55(0.22to 0.47 (0.19 to 0.69(0.28to 0.59(0.25to 0.37(0.11to 066 (0.26 to 0.72(0.22to 0.49 (0.18to
1.5) 14) 1.4(0.33t05.8) 1.0(0.33t03.2)
IM/sc MTX 65% 12% 11% 4% 4% 24% 1% 35% 5% 4% 16% 9% 6% 18% 28% 70% 53% 6%
Treatment effects are presented as the median Odds Ratio (OR) with 95% credible intervals and the probability of superiority (higher odds of ACRS0 response) for the row versus column. Shaded cells

reflect comparisons in which the credible interval excluded the null value.

Abbreviations: ABAT, abatacept; ADA, adalimumab; CQ, chloroquine; CTZ, certolizumab; CyA, cyclosporine A; ETN, etanercept; GOL, golimumab; HCQ, hydroxychloroquine; IFX, infliximab; IM,

intra-muscular; IV, intravenous; MTX, methotrexate; RTX, rituximab; sc, subcutaneous; SSZ, sulphasalazine; TCZ, tocilizumab; TOFA, tofacitinib
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Table C2. Treatment rankings for ACR50 response: MTX-naive

Intervention

Probability that treatment is best (%)

Average ranking (1=best, 20=worst)
median (95%Crl)

MTX+TOFA 36.96 3(1to 16)
MTX+ETN 17.79 3(1t08)
IM/sc MTX+ADA 12.55 6(1to17)
IM/sc MTX+CyA 7.86 12 (1to 19)
MTX+RTX 7.11 5(1to 14)
MTX+SSZ+HCQ 6.62 6 (1 to 15)
MTX+ABAT (sc) 3.26 8(1to17)
MTX+FX 1.99 8 (2to 15)
MTX+ABAT (IV) 1.55 9(2to17)
MTX+CyA 1.26 11 (2 to 18)
MTX+TCZ (8 mg/kg) 1.07 9 (2to 16)
MTX+HCQ/CQ 0.45 18 (4 to 19)
MTX+TCZ (4 mg/kg) 0.38 11 (4 to 17)
MTX+ADA 0.34 7 (3to 13)
MTX+SSZ 0.30 16 (4 to 19)
MTX+CTZ 0.27 13 (4 to 18)
MTX+GOL (sc) 0.25 14 (5 to 19)
MTX <0.01 17 (14 to 19)
IM/sc MTX <0.01 16 (8 to 19)

Abbreviations: ABAT, abatacept; ADA, adalimumab; CQ, chloroquine; CTZ, certolizumab; CyA, cyclosporine A; ETN, etanercept; GOL, golimumab; HCQ, hydroxychloroquine; IFX, infliximab; IM,
intra-muscular; IV, intravenous; MTX, methotrexate; RTX, rituximab; sc, subcutaneous; SSZ, sulphasalazine; TCZ, tocilizumab; TOFA, tofacitinib
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Table C3. Pair-wise comparisons for radiographic progression (change from baseline, random-effects model): MTX-naive

Medication

MTX

MTX+ABAT (IV)

MTX+ADA

MTX+CTZ

MTX+ETN

MTX+GOL (s¢)

MTXHFX

MTX+RTX

MTX+TCZ (4 mg/kg)

MTX+TCZ (8 me/kg)

MTX+TOFA

MTX+CyA

MTX+ABAT (IV)

-0.20 (-0.60 t0 0.19)
88%

MTX+ADA

-0.37(-0.64 t0 -0.08)
99%

-0.17 (-0.64 t0 0.34)
79%

MTX+CTZ

-0.39(-0.68 t0 -0.10)
99%

-0.18 (-0.66 t0 0.32)
81%

-0.02 (-0.43t00.37)
54%

MTX+ETN

-0.37(-0.59 to -0.11)
99%

-0.17 (-0.61t00.33)
79%

0.00 (-0.36 t0 0.37)
49%

0.02 (-0.34 to 0.41)
45%

MTX+GOL (sc)

-0.13 (-0.53 t0 0.29)

0.08 (-0.49 to 0.66)

0.25 (-0.27 t0 0.74)

0.26 (-0.24t0 0.77)

0.24(-0.25 t0 0.71)

MTXHFX

-0.43 (-0.82 t0 -0.04)
98%

-0.23(-0.7810 0.33)

83%

-0.06 (-0.55 to 0.40)
62%

-0.04 (-0.53 t0 0.44)

58%

-0.06 (-0.55 to 0.38)
63%

-0.30(-0.87 t0 0.26)
89%

MTX+RTX

-0.38(-0.79 t0 0.01)
97%

-0.18 (-0.74t0 0.39)

-0.01(-0.52t00.47)
52%

0.01(-0.49 t0 0.50)

-0.01(-0.50 t0 0.43)
53%

0.26 (-0.84t00.32)

0.05(-0.52t0 0.61)
1%

MTX+TCZ (4 mg/kg)

-0.25 (-0.66 to 0.16)

-0.04 (-0.62 t0 0.53)

57%

0.12(-0.39t0 0.61)

0.14 (-0.37 t0 0.64)

0.12(-0.38 to 0.57)
28%

0.12 (-0.70 to 0.46)

0.18(-0.38 t0 0.75)

0.13 (-0.44 0 0.70)
29%

MTX+TCZ (8 mg/kg)

-0.37(-0.77 t0 0.03)
9%

-0.16 (-0.73 t0 0.40)
75%

0.01(-0.50t0 0.48)
49%

0.02(-0.47 to 0.51)
45%

0.00 (-0.49 to 0.45)
49%

0.24(-0.82 0 0.33)
83%

0.06 (-0.50 to 0.61)
39%

0.02 (-0.55 0 0.58)
7%

-0.12 (-0.50 to 0.26)
77%

-0.21(-0.85 to 0.47)
73%

-0.01(-0.76 10 0.77)

0.16 (-0.54 t0 0.89)
33%

0.18(-0.53 to 0.93)

0.16 (-0.54 to 0.87)
33%

-0.08 (-0.86 t0 0.72)

0.22(-0.52 to 1.00)
27%

0.18(-0.58 0 0.97)
33%

0.05 (-0.71 to 0.83)

0.16 (-0.60 to 0.94)

MTX+TOFA
-0.21(-0.50 t0 0.10) -0.01 (-0.49 t0 0.50) 0.16 (-0.25t0 0.57) 0.18(-0.24 t0 0.60) 0.16(-0.24 10 0.53) -0.08 (-0.59 t0 0.44) 0.22(-0.27t00.72) 0.17 (-0.32t0 0.69) 0.04 (-0.46 to 0.56) 0.15(-0.33t0 0.67) -0.00(-0.74t00.71)
MTX+CyA 92% 51% 19% 7% 18% 64% 15% 21% 43% 23% 51%
0.03(-0.75t0 0.72) 0.17 (-0.65to 1.0) 0.34(-043t0 1.1) 0.35(-0.41t0 1.2) 033(-0.36t0 1.1) 0.10 (-0.73 t0 0.95) 0.40(-0.42t0 1.3) 035(-0.46t0 1.2) 0.21(-0.60t0 1.1) 033(-047t01.2) 017(-0.83t0 1.2) 0.18(-0.61t0 0.98)
MTX+SSZ+HCQ 54% 34% 19% 18% 17% 41% 17% 19% 30% 21% 36% 33%

Treatment effects are presented as the median standardized mean difference (smd) with 95% credible intervals and the probability of superiority (less radiographic progression) for the row versus

column. Shaded cells reflect comparisons in which the credible interval excluded the null value.
Abbreviations: ABAT, abatacept; ADA, adalimumab; CTZ, certolizumab; CyA, cyclosporine A; ETN, etanercept; GOL, golimumab; HCQ, hydroxychloroquine; IFX, infliximab; IV, intravenous; MTX,
methotrexate; RTX, rituximab; SSZ, sulphasalazine; TCZ, tocilizumab; TOFA, tofacitinib
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Table C4. Treatment rankings for radiographic progression (change from baseline, random-effects model): MTX-naive

Intervention Probability that treatment is best (%) Average ranking (1=best, 13=worst)
median (95%Crl)
MTX+IFX 22.45 3(1to11)
MTX+RTX 14.60 4(1to11)
MTX+TOFA 13.60 9(1to13)
MTX+TCZ (8 mg/kg) 11.89 5(1to 11)
MTX+CTZ 10.36 4 (1to 10)
MTX+ADA 7.78 5(1to 10)
MTX+SSZ+HCQ 6.45 11 (1to 13)
MTX+ETN 5.13 5(1to 10)
MTX+TCZ (4 mg/kg) 2.97 8(1to 13)
MTX+ABAT (1V) 2.53 9(1to13)
MTX+GOL (sc) 1.25 10 (2 to 13)
MTX+CyA 1.00 9(2to 12)
MTX <0.01 12 (9 to 13)

Abbreviations: ABAT, abatacept; ADA, adalimumab; CTZ, certolizumab; CyA, cyclosporine A; ETN, etanercept; GOL, golimumab; HCQ, hydroxychloroquine; IFX, infliximab; IV, intravenous; MTX,
methotrexate; RTX, rituximab; SSZ, sulphasalazine; TCZ, tocilizumab; TOFA, tofacitinib
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Table C5. Pair-wise comparisons for radiographic progression (change from baseline, fixed-effects model): MTX-naive
Medication MTX MTX+ABAT (IV) MTX+ADA MTX+CTZ MTX+ETN MTX+GOL (sc) MTX+FX MTX+RTX MTX+TCZ (4 mg/kg) MTX+TCZ (8 mg/kg) MTX+TOFA MTX+CyA
-0.20(-0.38 to -0.03)
MTX+ABAT (IV) 99%
-0.40(-0.53 to -0.26) -0.19(-0.42t0 0.03)
MTX+ADA >99% 95%
-0.39(-0.55 to -0.24) -0.19(-0.42 t0 0.05) 0.01(-0.20 to 0.21)
MTX+CTZ >99% 94% 48%
-0.40(-0.51 to -0.29) -0.19(-0.40t0 0.01) -0.00 (-0.17 to 0.18) -0.00 (-0.19t0 0.18)
MTX+ETN >99% 97% 50% 52%
-0.13 (-0.35 to 0.09) 0.07 (-0.21 0 0.35) 0.27(0.01t0 0.52) 0.26 (-0.01t0 0.53) 0.27(0.02 to 0.51)
MTX+GOL (sc) 88% 30% 2% 3% 2%
-0.43(-0.59 to -0.26) -0.22 (-0.46 t0 0.02) -0.03 (-0.24 t0 0.19) -0.03(-0.26 t0 0.19) -0.03 (-0.23t0 0.17) -0.29(-0.57 t0-0.02)
MTX+HFX >99% 96% 61% 62% 61% 98%
-0.39(-0.57 to -0.20) -0.18(-0.43t0 0.07) 0.01(-0.21 to 0.24) 0.01(-0.23t0 0.24) 0.01(-0.20 to 0.22) -0.26 (-0.54 t0 0.03) 0.04 (-0.21t0 0.28)
MTX+RTX >99% 92% 47% 48% 46% 96% 37%
-0.25(-0.46 to -0.03) -0.04(-0.32t0 0.24) 0.15(-0.11 to 0.41) 0.15(-0.13 t0 0.41) 0.15(-0.09 to 0.39) -0.12(-0.42t0 0.19) 0.18 (-0.09 to 0.45) 0.14(-0.14 t0 0.42)
MTX+TCZ (4 mg/kg) 99% 62% 13% 14% 11% 10% 16%
-0.36 (-0.56 to -0.16) -0.16 (-0.42t0 0.10) 0.04 (-0.21 to 0.28) 0.03(-0.23t0 0.28) 0.04 (-0.19 to 0.26) -0.23(-0.52 to 0.06) 0.06 (-0.19 t0 0.32) 0.03(-0.24 t0 0.29) -0.11(-0.26 t0 0.03)
MTX+TCZ (8 mg/kg) >99% 88% 31% 43% 94%
-0.20(-0.76 t0 0.37) 0.00 (-0.59 to 0.60) 0.20(-0.39 to 0.78) 0.19(-0.40t0 0.78) 0.20(-0.38 to 0.78) -0.07 (-0.68t0 0.54) 0.23(-0.36t0 0.82) 0.19(-0.41t0 0.78) 0.05 (-0.55 to 0.66) 0.16(-0.43 10 0.76)
MTX+TOFA 76% 49% 25% 26% 25% 59% 23% 27% 44% 30%
-0.23(-0.39t0 -0.07) -0.03(-0.26t0 0.21) 0.17 (-0.04 to 0.38) 0.16 (-0.06 t0 0.38) 0.17 (-0.03 to 0.36) -0.10(-0.37t0 0.17) 0.20(-0.03 to 0.43) 0.16 (-0.08 to 0.40) 0.02 (-0.25 t0 0.28) 0.13(-0.12 0 0.38) -0.03(-0.62t0 0.56)
MTX+CyA >99% 6% 7% 5% 10%
-0.05(-0.68 to 0.59) 0.15(-0.51t0 0.81) 0.34(-0.30 to 0.99) 0.34(-0.31t0 1.00) 0.34(-0.28 to 0.98) 0.08 (-0.59 to 0.76) 0.37 (-0.28 0 1.0) 0.33(-0.32to0 1.00) 0.20 (-0.48 t0 0.86) 0.31(-0.36 10 0.97) 0.14 (-0.70 to 1.00) 0.18(-0.48 to 0.84)
MTX+SSZ+HCQ. 56% 32% 13% 16% 28% 18% 30%

Treatment effects are presented as the median standardized mean difference (smd) with 95% credible intervals and the probability of superiority (less radiographic progression) for the row versus
column. Shaded cells reflect comparisons in which the credible interval excluded the null value.

Abbreviations: ABAT, abatacept; ADA, adalimumab; CTZ, certolizumab; CyA, cyclosporine A; ETN, etanercept; GOL, golimumab; HCQ, hydroxychloroquine; IFX, infliximab; IV, intravenous; MTX,
methotrexate; RTX, rituximab; SSZ, sulphasalazine; TCZ, tocilizumab; TOFA, tofacitinib
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Table C6. Pair-wise comparisons for withdrawals due to adverse events: MTX-naive

MTX+ABAT MTX+ABAT M/sc MTX+TCZ (4 MTX+TCZ (8 M/sc MTX+S MTX+SSZ+
Medication MTX ) (s9) MTX+ADA MTX+ADA MTX+ETN MTX+GOL (s¢) MTXHEX MTX+RTX me/kg) me/kg) MTX+TOFA MTX+AZA MTX+CyA MTX+CyA MTX+HCQ/CQ 4 HCQ
0.70(021t0
23)
MTX+ABAT (IV) 74% -
0.97(020t0 14(0.19t0
4.9) 10)
MTX+ABAT (sc) 52% 36% -
12(0.63to0 1.7(0.43t0 12(0.22t0
22) 6.6) 6.7)
MTX+ADA 24% 19% 38% -
0.81(0.07 to 12(0.07to 0.84(0.04 to 0.67 (0.05 to
8.1) 14)
IM/sc MTX+ADA 58% 46% 55% 64% -
0.80(0.45 to 11(031t0 084(0.15t0 066(029t0 1.0(0.09to
16) 4.8) 4.7) 18) 14)
MTXHETN 7% 42% 59% 83% 50% -~
24(0.67t0 34(059t0 25(031to 19(0.49t0 29(021t0 29(067t0
9.7) 21) 20) 13)
MTX+GOL (s¢) 8% 8% 18% 15% 20% 6% -
25(0.94t0 36(0.75t0 2.6(0.40t0 21(0.68t0 31(027t0 32(095t0 11(0.20t0
7.8) 18) 18) 7.6) 49) 11) 5.7)
MTX+HFX 3% 5% 14% 9% 17% 3% 46% -
0.83(0.22t0 12(0.20to 0.86(0.11t0 0.68(0.16 to 1.0(0.07to 1.0(0.23to 0.35(0.05to 0.32(0.06 to
3.0) 6.8) X 4.2) 16)
MTX+RTX 62% 4% 56% 7% 49% 48% 89% 92% -
1.3(0.46 to 1.9(0.39to 1.4(021to 11(0.34to 1.7(0.13to 1.7(0.46 to 0.56(0.10to 0.52(0.12to 1.6(0.30to
MTX+TCZ (4 38) 9.4) 8.9) 38) 24) 5.3) 2.9) 22) 8.5)
mg/kg) 25% 19% 36% 43% 34% 18% 77% 84% 26%
23(0.82t0 32(0.66t0 24(035t0 19(059t0 28(023t0 28(081t0 097(017t0 0.90(0.20to 27(054t0
MTX+TCZ (8 6.4) 15) 9.0) 49) 14) 1.7(0.58 0 5.0)
mg/kg) 5% 6% 17% 12% 19% 4% 52% 57% % 12% -
0.90(0.17t0 13(0.16t0 0.92(0.09t0 074(0.13t0 1.1(0.06to 11(018t0 038(004t0 035(0.05t0 11(0.13t0 0.67(0.10t0 039(0.06t0
4.6) 10) 9.1) 4.4) 23) 6.4) 3.0) 2.4) 8.8) 4.8) 2.7)
MTX+TOFA 55% 41% 53% 63% 4% 45% 83% 86% 7% 6% 84% -
59(0.75t0 7.2(054t0 25(037t0 66(0.77t0
58(16t024) 83(14t052) 53) 48(12t023) 125) 7.2 (1610 33) 22(0.39t0 14) 7.1(1.2t0 48) 4.4(0.81t025) 2.6(049t0 14)
MTX+AZA 1% 1% 4% 2% 6% 1% 15% 16% 2% 4% 12% 4% -
11(0.37to 15(0.29t0 11(0.16t0 0.87(0.27t0 13(0.10to 13(035t0 0.45 (0.08 to 0.41(0.09 to 13(0.23t0 0.79(0.18to 0.46 (0.10to 12(017to 0.18(0.03to
2.4) 6.3) 6.1) 2.5) 18) 3.5) 1.9) 1.4) 5.8) 2.8) 1.6) 7.0) 0.82)
MTX+CyA 44% 28% 46% 63% 41% 30% 88% 93% 38% 66% 91% 44% 99% -
89(0.98t0 9.5(0.58to 7.3(0.76t0 11(0.79t0 38(0.27t0 11(0.86t0 10(0.60to 87(084t0
139) 13(1.0t0 258) 224) 127) 267) 11(1.1t0 184) 3.5(0.29t0 63) 229) 6.7 (0.57 to 130) 3.9(0.33t0 75) 242) 1.6(0.11to 30) 166)
IM/sc MTX+CyA 3% 2% 6% 4% 4% 2% 16% 5% 3% 6% 13% 5% 36% 3% -
1.4(0.40to 1.9(035t0 14(0.19t0 11(0.29t0 17(0.12t0 17(043t0 0.57(0.09 to 0.54 (0.10 to 16(0.28to 0.60(0.12to 16(0.19to 0.23(0.03to 13(0.30t0 0.15(0.01 to
5.3) 12) 12) 5.1) 28) 7.1) 3.8) 2.9) 1) 1.0(0.21t05.9) 3.3) 13) 15) 7.5) 2.0)
MTX+HCQ/CQ 30% 21% 36% 3% 34% 2% 74% 79% 28% 75% 34% 94% 36% 93% -
13(067t0 19(048t0 13(024t0 11(047t0 16(0.15t0 16(065t0 055(0.12t0 051(0.14t0 16(039to 0.97(0.29to 057(0.18t0 15(026t0 023(0.05t0 12(0.45t0 015(001t0 0.96 (0.26 to
28) 7.8) 7.9) 4.0) 37) 9.1) 4.8)
MTX+SSZ 21% 16% 37% 44% 33% 13% 80% 86% 26% 52% 84% 33% 97% 34% 95% 53% -
051
0.67(028t0 096 (02110 0.69(0.11t0 055(0.19t0 083 (0.07t0 083(031t0 029(005t0 026 (0.06 to 0.80(0.17 to 051(0.13to 030(0.07t0 0.74(0.11t0 011(0.02t0 064(020t0 007(0.00to 049 (0.12t0 (0180
15) 4.0) 0.91) 3.8) 1.9) 0.52) 0.79) 13)
MTX+SSZ+HCQ. 84% 53% 67% 88% 56% 67% 96% 98% 62% 87% 97% 62% >99% 77% 98% 86% 93% -
14
19(0.56 to 2.7(0.49t0 1.9(0.25t0 15(0.41t0 2.3(0.32t0 23(055t0 0.79(0.12to 0.74 (0.14 to 2.2(0.38t0 0.81(0.16to 20(0.25t0 0.32(0.05t0 17(0.43t0 0.21(0.02to 14(0.22t0 (0.34to 28(0.65t0
6.7) 15) 14) 20) 9.2) 14) 1.4(0.28t0 7.4) 5.8)
IM/sc MTX 14% 1% 25% 26% 19% 1% 62% 66% 17% 32% 61% 23% 91% 20% 96% 35% 30% 8%

Treatment effects are presented as the median Rate Ratio (RR) with 95% credible intervals and the probability of superiority (lower odds of withdrawal) for the row versus column. Shaded cells reflect
comparisons in which the credible interval excluded the null value.
Abbreviations: ABAT, abatacept; ADA, adalimumab; AZA, azathioprine; CTZ, certolizumab; CQ, chloroquine; CyA, cyclosporine A; ETN, etanercept; GOL, golimumab; HCQ, hydroxychloroquine;

IFX, infliximab; IM, intra-muscular; IV, intravenous; LEF, leflunomide; MTX, methotrexate; RTX, rituximab; sc, subcutaneous; SSZ, sulphasalazine; TCZ, tocilizumab; TOFA, tofacitinib




Appendix C — additional results

Table C7. Treatment rankings for withdrawals due to adverse events: MTX-naive

Intervention Probability that treatment is best (%) Average ranking (1=best, 19=worst)
median (95%Crl)

IM/sc MTX+ADA 28.82 4 (1to 18)
MTX+ABAT (IV) 14.27 4 (1to 15)
MTX+TOFA 13.78 6(1to 18)
MTX+SSZ+HCQ 12.55 4(1to12)
MTX+ABAT (sc) 10.9 7 (1to0 18)
MTX+RTX 9.94 6(1to 16)
MTX+CyA 2.66 8 (1to 15)
MTX+ETN 2.57 5(1to13)
MTX+HCQ/CQ 2.01 11 (2 to 18)
MTX+TCZ (4 mg/kg) 1.11 11 (2 to 17)
MTX+GOL (sc) 0.41 15 (4 to 19)
MTX+ADA 0.26 10 (3 to 15)
IM/sc MTX 0.21 13 (3 to 18)
IM/sc MTX+CyA 0.20 19 (7 to 19)
MTX+TCZ (8 mg/kg) 0.13 15 (6 to 18)
MTX+SSZ 0.10 11 (4 to 16)
MTX+IFX 0.07 16 (7 to 19)
MTX+AZA 0.01 18 (12 to 19)
MTX <0.01 7 (4to 11)

Abbreviations: ABAT, abatacept; ADA, adalimumab; CyA, cyclosporine A; ETN, etanercept; GOL, golimumab; HCQ, hydroxychloroquine; IFX, infliximab; IV, intravenous; MTX, methotrexate;
RTX, rituximab; SSZ, sulphasalazine; TCZ, tocilizumab; TOFA, tofacitinib



Appendix C — additional results

Table C8. Pair-wise comparisons for ACR50 response: MTX-inadequate response

Medication MTX MTX+ABAT (IV) MTX+ABAT (sc) MTX+ADA MTX+ETN MTX+GOL (sc) MTX+GOL (IV) MTXHEX MTX+RTX MTX+TCZ (4 mg/kg) MTXHTCZ (8 mg/kg) MTX+TOFA MTX+HCQ/CQ MTX+IMGold MTX+LEF MTX455Z
3.8(28t053)
MTX+ABAT (IV) >9%%
4.2(2.7t06.5) 1.1(0.75t0 1.6)
MTX+ABAT (sc) >99% 69%
44(341059) 11(0.79t0 1.7) 1.0(0.68t0 1.6)
MTX+ADA >99% 77% 60%
12(5.8t031) 3.2(15t08.5) 29(13t08.2) 28(13t073)
MTXHETN >99% >99% 99% 9%
4.5(2.6t08.0) 1.2(0.62t02.3) 1.1(0.53t02.2) 1.0(0.55to 1.9) 0.37(0.13t0 0.93)
MTX+GOL (sc) >99% 69% 58% 53% 2%
36(18t07.2) 0.94(0.43 0 2.0) 086(037t019) | 0.83(0.38t01.7) 0.29(0.09t0 0.79) 0.79(032t0 1.9)
MTX+GOL (IV) >9%% 43% 35% 29% 1% 31%
35(25t05.0) 091 (058 to 1.4) 083(048t014) [ 0.79(0.50t01.2) 0.28(0.11t0 0.64) 078(039t015) | 0.97(0.44t02.1)
MTXHEX >99% 3% 2% 14% <1% 2% 7%
3.6(22t06.3) 0.93(0.52t0 1.8) 0.86(0.44t0 1.8) 0.82 (0.46 to 1.5) 0.30(0.11t0 0.70) 0.80(0.381t0 1.8) 1.00(0.43 to 2.5) 1.0(0.56 to 2.0)
MTX+RTX >99% 42% 33% <1% 29% 54%
2.6(14104.6) 0.67(0.34 to 1.3) 0.62(0.29t0 1.2) 0.59(0.30to 1.1) 0.21(0.07 t0 0.59) 0.58(0.25t0 1.3) 0.72(0.28t0 1.7) 0.74(0.37 to 1.4) 0.71(031to 1.6)
MTX+TCZ (4 mg/kg) >99% 12% % 5% <1% 8% 19% 20%
42(25t06.8) 1.1(0.58 0 2.0) 1.0(0.50t0 1.9) 0.95(0.51t0 1.7) 0.34(0.12t0 0.89) 0.93(042t019) 12(0.47t0 2.7) 1.2(0.63t02.2) 11(0.53t02.4) 1.6(0.96t0 2.7)
MTX+TCZ (8 me/kg)
5.4(3.3t09.0) 1.4(0.80t0 2.5) 1.3 (0.69 to 2.4) 1.2(0.74t02.1) 0.44(0.16 to 1.1) 1.2(0.56 to 2.6) 1.5(0.64 to 3.5) 1.6(0.85t0 2.9) 1.5(0.71t0 3.0) 2.1(0.99t0 4.7) 1.3(0.65t02.7)
MTX+TOFA >99% 89% 81% 81% 4% 70% 85% 93% 86% 97% 7%
8.9(2.2t0 46) 2.3(0.55t013) 22(0.49t0 12) 2.0(0.48to 11) 0.74(0.21t0 2.7) 2.0(0.43t0 11) 2.5(0.52 to 15) 2.6(0.60to 14) 2.5(0.54to 14) 3.6(0.73t0 21) 22(0.48t012) 1.6(0.38t09.3)
MTX+HCQ/cQ >99% 88% 85% 84% 30% 81% 88% 90% 89% 93% 83% 74%
16(2.0t0 553) 43(0.51t0 146) 3.9(0.46 to 134) 3.7(04410129) 1.3(0.13t043) 3.7(0.40t0 124) 4.6(0.49 to 163) 4.6(0.57 to 166) 45(0.51 0 155) 63(0.71t0 234) 3.9(0.46 to 146) 3.0(0.34t0 107) 1.9(0.12 to 60)
MTX+IMGold >99% 89% 87% 86% 57% 85% 89% 91% 90% 95% 87% 80% 65%
5.7(22t016) 15(0.56t0 4.5) 14(0.50t04.2) 1.3(048t038) 0.46(0.13 t0 1.6) 13(0.40t04.2) 16(0.49t0 5.6) 1.6(0.60t0 5.0) 16(0.52t0 4.9) 22(071t07.5) 1.4(047t045) 11(036t033) 0.64(0.09t03.8) 034(0.01103.7)
MTX+LEF >99% 78% 73% 70% 1% 66% 78% 83% 80% 93% 72% 54% 30% 21% -
046 (0.06 to
2.5(0.49to 14) 0.65 (0.12 t0 3.6) 0.60(0.11t0 3.4) 0.57(0.11t0 3.2) 0.21(0.05 t0 0.88) 0.55(0.10t0 3.2) 0.70(0.12 to 4.5) 0.71(0.14 to 4.1) 0.69(0.12t0 4.0) 0.98(0.17t0 6.1) 0.61(0.11t03.7) 0.46 (0.08t0 2.7) 0.28(0.07 to 1.0) 0.15 (0.00 to 2.4) 3.2)
MTX+SSZ 87% 32% 29% 26% 2% 26% 36% 36% 34% 49% 30% 20% 3% o 20% -
41(11
11(4.5t031) 2.8(11t08.4) 25(0.97t0 8.0) 2.4(0.97t07.2) 0.86(0.53 t0 1.4) 23(0.83t07.7) 2.9(0.98 to 10) 3.0(1.2t09.4) 29(1.1t09.2) 41(14t014) 25(0.93t08.5) 19(0.73t06.3) 12(035t03.7) 0.66(0.02t07.1) 1.9(049t07.7) t017)
MTX+SSZHHCQ >99% 99% 97% 97% 25% 95% 7% 99% 98% >99% 95% 90% 60% 3% 81% 98%

Treatment effects are presented as the median Odds Ratio (OR) with 95% credible intervals and the probability of superiority (higher odds of ACRS0 response) for the row versus column. Shaded cells
reflect comparisons in which the credible interval excluded the null value.
Abbreviations: ABAT, abatacept; ADA, adalimumab; AZA, azathioprine; CTZ, certolizumab; CQ, chloroquine; CyA, cyclosporine A; ETN, etanercept; GOL, golimumab; HCQ, hydroxychloroquine;
IFX, infliximab; IM, intra-muscular; IV, intravenous; LEF, leflunomide; MTX, methotrexate; RTX, rituximab; sc, subcutaneous; SSZ, sulphasalazine; TCZ, tocilizumab; TOFA, tofacitinib




Appendix C — additional results

Table C9. Treatment rankings for ACR50 response: MTX-inadequate response

Intervention Probability that treatment is best (%) Average ranking (1=best, 17=worst)
median (95%Crl)
MTX+IMGold 52.81 1(1to 15)
MTX+ETN 22.50 2(1to5)
MTX+HCQ/CQ 14.14 4 (1to 15)
MTX+SSZ+HCQ 6.28 3(1to8)
MTX+LEF 3.39 6(1to15)
MTX+TOFA 0.34 6(2to13)
MTX+GOL (sc) 0.18 8(3to15)
MTX+SSZ 0.14 15 (4to 17)
MTX+GOL (IV) 0.11 12 (4 to 16)
MTX+ABAT (sc) 0.04 9(5to15)
MTX+TCZ (8
mg/kg) 0.04 9(4to15)
MTX+RTX 0.03 12 (5to 16)
MTX <0.01 17 (16 to 17)
MTX+ABAT (IV) <0.01 11 (6 to 15)
MTX+ADA <0.01 9 (5to 13)
MTX+IFX <0.01 12 (7 to 16)
MTX+TCZ (4
mg/kg) <0.01 15 (8 to 16)

Abbreviations: ABAT, abatacept; ADA, adalimumab; AZA, azathioprine; CTZ, certolizumab; CQ, chloroquine; CyA, cyclosporine A; ETN, etanercept; GOL, golimumab; HCQ, hydroxychloroquine;
IFX, infliximab; IM, intra-muscular; IV, intravenous; LEF, leflunomide; MTX, methotrexate; RTX, rituximab; sc, subcutaneous; SSZ, sulphasalazine; TCZ, tocilizumab; TOFA, tofacitinib
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Appendix C — additional results

Table C10. Pair-wise comparisons for radiographic progression (change from baseline, random-effects model): MTX-inadequate response

Medication MTX MTX+ABAT (IV) MTX-+ABAT (sc) MTX+ADA MTX+ETN MTX+GOL (sc) MTX+GOL (IV) MTX+FX
-0.30 (-1.44 t0 0.85)
MTX+ABAT (V) 84% -
-0.48(-2.03t01.2) | -0.18(-2.11to0 1.8)
MTX+ABAT (sc) 86% 67% -
044 (-1.53t00.72) | -0.14(-1.71t0 1.5) | 0.04(-1.11t01.2)
MTX+ADA 90% 67% 43% -
-0.60 (-241t01.2) | -0.30(-2.46t0 1.8) | -0.11(-2.59 to 2.3) | -0.14 (-2.34 to 2.0)
MTX+ETN 87% 72% 58% 61% -
-0.14 (-0.96 t0 0.67) | 0.15(-127t01.6) | 0.33(-1.52t02.1) | 0.29(-1.12t0 1.7) | 0.45(-1.50 to 2.4)
MTX+GOL (sc) 76% 32% 21% 19% 20% -
-0.44 (-1.55t00.73) | -0.15(-1.76 to 1.5) | 0.04(-1.99t02.0) | 0.00(-1.62to1.5) | 0.15(-1.98t02.3) | -0.30(-1.67 to 1.1)
MTX+GOL (IV) 89% 67% 46% 50% 38% 80% -
-0.69 (-1.83t0 0.47) | -0.40(-2.04t01.2) | -0.21(-2.21to 1.7) | -0.24(-1.89t0o 1.3) | -0.10(-1.50to 1.3) | -0.55(-1.97 to 0.88) | -0.25 (-1.88 to 1.3)
MTX+FX 94% 82% 67% 72% 62% 88% 73% -
-0.41(-202t01.2) | -0.12(-2.14t01.9) | 0.07 (-2.24t02.4) | 0.04(-1.96t02.0) | 0.19(-0.62t00.99) | -0.27 (-2.11t01.5) | 0.03(-1.95t02.0) | 0.28 (-0.85 to 1.4)
MTX+SSZ+HCQ 82% 60% 45% 47% 18% 71% 47% 17%

Treatment effects are presented as the median standardized mean difference (smd) with 95% credible intervals and the probability of superiority (less radiographic progression) for the row versus

column.

Abbreviations: ABAT, abatacept; ADA, adalimumab; ETN, etanercept; GOL, golimumab; HCQ, hydroxychloroquine; IFX, infliximab; IV, intravenous; MTX, methotrexate; sc, subcutaneous; SSZ,

sulphasalazine
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Appendix C — additional results

Table C11. Treatment rankings for radiographic progression (change from baseline, random-effects model): MTX-inadequate response

Intervention Probability that treatment is best (%) Average ranking (1=best, 9=worst)
median (95%Crl)
MTX+IFX 31.79 2(1to7)
MTX+ETN 24.18 3(1to9)
MTX+ABAT (sc) 17.41 4(1to9)
MTX+GOL (IV) 10.96 4(1t09)
MTX+ADA 6.17 4(1t09)
MTX+ABAT (1V) 5.50 6(1to9)
MTX+SSZ+HCQ 2.37 5(2to9)
MTX+GOL (sc) 1.60 7(2t09)
MTX 0.04 8(4t09)

Abbreviations: ABAT, abatacept; ADA, adalimumab; ETN, etanercept; GOL, golimumab; HCQ, hydroxychloroquine; IFX, infliximab; IV, intravenous; MTX, methotrexate; sc, subcutaneous; SSZ,
sulphasalazine
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Appendix C — additional results

Table C12. Pair-wise comparisons for radiographic progression (change from baseline, fixed-effect model):

MTX-inadequate response

Medication MTX MTX+ABAT (IV) MTX+ABAT (sc) MTX+ADA MTX+ETN MTX+GOL (sc) MTX+GOL (IV) MTX+IFX
-0.29 (-0.49 to -0.09)
MTX+ABAT (IV) >99% -
-0.48 (-0.75 to -0.21) -0.18 (-0.53 t0 0.15)
MTX+ABAT (sc) >99% 86% -
-0.44 (-0.66 to -0.23) -0.15 (-0.45 to 0.14) 0.04 (-0.13t0 0.21)
MTX+ADA >99% 84% 34% --
-0.57 (-1.05 to -0.10) -0.28 (-0.81 to 0.23) -0.10 (-0.63 to 0.45) -0.13 (-0.65 to 0.39)
MTX+ETN 99% 86% 63% 69% -
-0.13 (-0.34 t0 0.07) 0.16 (-0.13 to 0.45) 0.35 (0.00 to 0.69) 0.31 (0.01 to 0.60) 0.44 (-0.07 to 0.96)
MTX+GOL (sc) 90% 14% 2% 2% 5% -
-0.44 (-0.64 to -0.24) -0.15 (-0.43 to 0.14) 0.04 (-0.30 to 0.38) 0.01 (-0.29 to 0.30) 0.14 (-0.38 to 0.66) -0.30 (-0.59 to -0.02)
MTX+GOL (IV) >99% 84% 41% 48% 31% 98% --
-0.68 (-1.03 to -0.34) -0.39 (-0.80 to 0.00) -0.21 (-0.65 to 0.23) -0.24 (-0.64 to 0.16) -0.11 (-0.44 to 0.21) -0.55 (-0.95 to -0.15) -0.25 (-0.66 to 0.15)
MTX+IFX >99% 97% 82% 88% 75% >99% 89% --
-0.40 (-0.84 to0 0.04) -0.10 (-0.60 to 0.38) 0.08 (-0.43 to 0.60) 0.04 (-0.43 t0 0.53) 0.17 (-0.01 to 0.36) -0.26 (-0.75 to 0.21) 0.04 (-0.45 t0 0.53) 0.29 (0.02 to 0.56)
MTX+SSZ+HCQ 96% 66% 39% 43% 3% 86% 44% 2%

Treatment effects are presented as the median standardized mean difference (smd) with 95% credible intervals and the probability of superiority (less radiographic progression) for the row versus
column. Shaded cells reflect comparisons in which the credible interval excluded the null value.
Abbreviations: ABAT, abatacept; ADA, adalimumab; ETN, etanercept; GOL, golimumab; HCQ, hydroxychloroquine; IFX, infliximab; IV, intravenous; MTX, methotrexate; sc, subcutaneous; SSZ,

sulphasalazine
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Appendix C — additional results

Table C13. Pair-wise comparisons for withdrawals due to adverse events: MTX-inadequate response

MTX+TCZ (4 MTX+TCZ (8
Medication MTX MTX+ABAT (IV) MTX+ABAT (sc) MTX+ADA MTX+CTZ MTX+ETN MTX+GOL (sc) MTX+GOL (IV) MTXHEX MTX+RTX me/ke) me/ke) MTX+TOFA MTX+CyA MTX+MGold MTX+LEF
076 (0.44t0
13)
MTX+ABAT (IV) 85% -
055(0.28t0 072(0.42t0
MTX+ABAT (sc) 97% 88%
1.4(095t02.3) 19(11t03.7) 27(14t04.9)
MTX+ADA % % <1% -
0.98(0.47 to
1.4(0.79t0 3.0) 19(0.85t0 4.7) 26(11t07.2) .
MTX+CTZ 13% 6% 2% 52% -
0.87 (035t 0.87(0.30t0
1.3(0.56t03.0) 16(0.66t0 4.7) 2.3(0.83t06.8) 23) 2.6)
MTX+ETN 29% 6% 61% 60% -
0.70(0.25 to 0.72(021t0 0.81(0.21to
1.0(039t02.8) 14(0.47t0 4.2) 1.9(0.63t0 6.0) 21) 2.3) 31)
MTX+GOL (sc) 48% 31% 14% 72% 70% 62% -
0.91(0.22t0 0.92(0.21t0 13(0.26t0
13(036t06.3) 18(0.42t0 9.4) 2.4(055t0 14) 5.0) 5.0) 10(0.24t05.7) 7.3)
MTX+GOL (IV) 34% 55% 54% 8% 37%
16(0.53t0
16(0.99t02.7) 21(11104.6) 3.0(13t06.5) 11(0.59t0 2.1) 11(046t0 2.5) 13(0.56t0 3.0) 45) 12(0.24t05.3)
MTX+HFX 3% % <1% 36% 39% 27% 21% 39%
20(050t0
2.1(0.74t0 6.4) 28(0.82t09.2) 39(11t013) 15(0.45t0 4.7) 1.4(040t05.5) 17(0.41t0 6.6) 8.6) 1.6(0.24t08.4) 13(0.41t04.3)
MTX+RTX 8% 5% 1% 25% 29% 24% 17% 28% -
16(0.54t0 078(0.23t0
MTX+TCZ (4 1.6(0.95t0 2.9) 22(1010438) 3.0(13t07.0) 11(0.55t0 2.3) 11(047t02.7) 13(047103.9) 4.7) 12(0.24t05.4) 10(0.47 to 2.1)
mg/kg) % 2% 1% 37% 39% 3% 21% 39% 49% 65%
17(0.56 to 0.83(0.23t0
MTX+TCZ (8 17(10t02.8) 23(1010438) 3.1(14t07.1) 1.2(0.60t0 2.3) 12(050t02.7) 13(0.50t03.7) 4.6) 13(025t05.5) 11(0.52t0 2.1) 2.5) 1.0(0.64t01.7)
me/ke) 2% % <1% 33% 35% 28% 19% 36% 44% 63%
0.86 (0.49 to 0.88(0.35t0 0.99(0.37t0 12(0.40t0 0.96(0.17to 077 (0.37t0 059(0.17to
12(0.74t02.3) 16(0.821t0 4.0) 23(11t05.4) 15) 2.0) 26) 42) 3.9) 17) 2.0) 076 (0.3410 1.9) 073 (0.34t01.8)
MTX+TOFA 21% % 2% 70% 61% 51% 38% 52% 76% 80% 74% 78% -
26(0.84t0
33(12t09.6) 43(141015) 6.0(1.8t022) 22(0.73t07.5) 23(067t07.8) 2.5(0.68 0 10) 3.2(0.79t0 14) 2.4(037t0 14) 20(0.65t0 6.8) 15(035t06.8) 2.0(0.62t06.5) 19(061t06.1) 9.1)
MTX+CyA 1% % <1% 8% 5%
7.7(081t0
4.1(0.49to 103) 5.6 (0.58 to 119) 173) 2.8(0.32t0 76) 2.9(0.32t0 70) 3.4(0.32t0 90) 43(0.39t0 93) 3.2(0.25t092) 25(0.27t072) 2.0(0.16t0 58) 2.6(0.26t0 68) 25(0.26 0 63) 33(0.39t091) 13(0.12t0 36)
MTX+IMGold 10% % 18% 18% 17% 14% 19% 21% 30% 2% 24% 15% 42% -
18(0.48to 0.88(0.22t0 15(051to 0.57 (0.13 to 0.46 (0.02to
19(0.74t04.7) 25(0.87107.3) 34(11t011) 1.3 (0.46 t0 3.6) 13(043t03.9) 15(041105.2) 6.8) 14(022t06.8) 11(0.41103.3) 3.6) 1.1(0.40t0 3.4) 11(039t03.2) 4.4) 23) 4.3)
MTX+LEF 1% 19% 3% 39% 58% 40% 43% 23% 79% 74% -
18(0.52to 0.86 (0.23 to 15(059to 0.57 (0.14 to 0.44(0.02t0 0.98(0.30to
1.8(0.87t03.9) 24(10t063) 33(13t09.3) 13(0.54t0 3.0) 13(043t03.3) 14(0.78t0 2.8) 6.1) 1.4(024t06.3) 11(0.57t0 2.2) 3.3) 1.1(045t02.9) 11(0.44 t0 2.6) 37) 20) 4.5) 32)
MTX+SSZHHCQ 5% % 1% 30% 32% 14% 20% 34% 38% 59% 42% 45% 21% 80% 74% 51%

Treatment effects are presented as the median Rate Ratio (RR) with 95% credible intervals and the probability of superiority (lower odds of withdrawal) for the row versus column. Shaded cells reflect
comparisons in which the credible interval excluded the null value.

Abbreviations: ABAT, abatacept; ADA, adalimumab; CTZ, certolizumab; CyA, cyclosporine A; ETN, etanercept; GOL, golimumab; HCQ, hydroxychloroquine; IFX, infliximab; IM, intra-muscular;
IV, intravenous; LEF, leflunomide; MTX, methotrexate; RTX, rituximab; sc, subcutaneous; SSZ, sulphasalazine; TCZ, tocilizumab; TOFA, tofacitinib
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Appendix C — additional results

Table C14. Treatment rankings for withdrawals due to adverse events: MTX-inadequate response

Intervention Probability that treatment is best (%) | Average ranking (1=best, 17=worst)
median (95%Crl)

MTX+ABAT (sc) 64.75 1(1to5)
MTX+GOL (sc) 10.53 5(1to 15)
MTX+GOL (IV) 9.03 8(1to 17)
MTX+ABAT (1V) 6.85 3(1to7)
MTX+ETN 3.18 7 (1to 15)
MTX+IMGold 2.87 16 (1to 17)
MTX+RTX 0.77 13(3to 17)
MTX+LEF 0.61 12(3to 17)
MTX+TOFA 0.43 7 (2to 15)
MTX+CTZ 0.38 9(3to 16)
MTX 0.28 5(2to 8)
MTX+SSZ+HCQ 0.18 12 (4to 17)
MTX+TCZ (4 mg/kg) 0.06 11 (4 to 16)
MTX+CyA 0.04 16 (7 to 17)
MTX+TCZ (8 mg/kg) 0.03 11 (5 to 16)
MTX+IFX 0.01 11 (5to 15)
MTX+ADA 0 9(4to15)

Abbreviations: ABAT, abatacept; ADA, adalimumab; CTZ, certolizumab; CyA, cyclosporine A; ETN, etanercept; GOL, golimumab; HCQ, hydroxychloroquine; IFX, infliximab; IM, intra-muscular;
IV, intravenous; LEF, leflunomide; MTX, methotrexate; RTX, rituximab; sc, subcutaneous; SSZ, sulphasalazine; TCZ, tocilizumab; TOFA, tofacitinib
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Sensitivity analyses for ACR50 response

Table C15. Meta-regression for ACR50 response

MODEL FIT
Beta coefficient, Interpretation Unadjusted analysis Adjusted
median (Crl) analysis
DIC Between- Total DIC Between- Total
study residual study residual
standard deviance standard deviance
deviation (number of deviation (number of
parameters) parameters)
MTX-naive
MTX response rate | -1.7 (-4.3 to 1.3) Decrease in OR of 0.85 times (0.65 to 1.14) for every 609.2 0.19 64.8 (64) 610.9 0.21 64.6 (64)
10% increase in the response rate for MTX
Disease duration (years) | 0.008 (-0.08 to 0.12) Increase in OR of 1.01 times (0.92 to 1.12) for every 585.1 0.21 61.5 (62) 585.3 0.25 61.0 (62)
year of disease duration
Duration of trial (weeks) | -0.002 (-0.01 to Decrease in OR of 0.97 times (0.87 to 1.1) for every 609.2 0.19 64.8 (64) 609.2 0.23 63.6 (64)
0.007) 12 weeks of trial duration
MTX dose >= 15 mg/week | -0.34 (-0.80 to 0.03) Decrease in OR of 0.71 times (0.45 to 1.0) for trials 609.2 0.19 64.8 (64) 606.9 0.17 63.6 (64)
where the dose of MTX is >= 15 mg/wk
Year of publication of trial | 0.049 (0.008 to 0.10) | Increase in OR of 1.05 times (1.01 to 1.11) for each 609.2 0.19 64.8 (64) 605.4 0.13 61.2 (64)
year later of publication (range of years 2000-2015)
Swollen joint count | -0.04 (-0.12 to 0.03) Decrease in OR of 0.96 times (0.89 to 1.03) for every 396.8 0.30 40.4 (40) 396.4 0.23 40.3 (40)
1 additional swollen joint at baseline
DAS-28 | 0.57 (-0.29 to 1.6) Increase in OR of 1.8 times (0.74 to 5.2) for every 1 407.1 0.13 38.9 (40) 407.6 0.12 38.2 (40)
additional point increase in DAS28 at baseline
MTX-inadequate response
MTX response rate | -5.3 (-8.5 to -2.8) Decrease in OR of 0.59 times (0.43 to 0.75) for every 818.9 0.24 104.7 (97) 8253 0.24 105.1 (97)
10% increase in the response rate for MTX
Disease duration (years) | 0.10 (0.02 to 0.19) Increase in OR of 1.11 times (1.02 to 1.21) for every 740.4 0.27 91.9 (87) 736.7 0.21 91.1(87)
year of disease duration
Duration of trial (weeks) | 0.001 (-0.02 to 0.02) Increase in OR of 1.02 times (0.83 to 1.22) for every 818.9 0.24 104.7 (97) 819.3 0.26 104.0 (97)
12 weeks of trial duration
MTX dose >= 15 mg/week | -0.17 (-0.53 to 0.20) Decrease in OR of 0.85 times (0.59 to 1.22) for trials 818.9 0.24 104.7 97) 818.3 0.27 102.4 (97)
where the dose of MTX is >= 15 mg/wk
Year of publication of trial | -0.03 (-0.08 to 0.01) Decrease in OR of 0.97 times (0.93 to 1.01) for each 818.9 0.24 104.7 (97) 819.5 0.21 105.5 (97)
year later of publication (range of years 2000-2015)
Swollen joint count | 0.02 (-0.05 to 0.08) Increase in OR of 1.02 times (0.95 to 1.09) for every 728.0 0.26 92.0 (87) 727.3 0.27 91.8 (87)
1 additional swollen joint at baseline
DAS-28 | 0.23 (-0.31 to 0.79) Increase in OR of 1.26 times (0.73 to 2.20) for every 546.7 0.25 71.1(64) 548.3 0.27 71.1(64)
1 additional point increase in DAS28 at baseline

Abbreviations: Crl, credible interval; DIC, deviance information criterion; MTX, methotrexate; OR, odds ratio
Model fit between the unadjusted and adjusted analyses can be compared through the values for DIC, between study standard deviation and residual deviance (lower values means improved fit)
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Appendix C — additional results

Figure C1. Selected meta-regression and sensitivity analyses for ACR50 response in MTX-naive trials.
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Abbreviations: ABAT, abatacept; ADA, adalimumab; CQ, chloroquine; CTZ, certolizumab; CyA,
cyclosporine; ETN, etanercept; GOL, golimumab; HCQ, hydroxychloroquine; IFX, infliximab; IM, intra-
muscular; IV, intravenous; LEF, leflunomide; MTX, methotrexate; RTX, rituximab; sc, subcutaneous; SSZ,
sulphasalazine; TCZ, tocilizumab; TOFA, tofacitinib
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Figure C2. Selected meta-regression and sensitivity analyses for ACR50 response in MTX-inadequate

response trials
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Abbreviations: ABAT, abatacept; ADA, adalimumab; CTZ, certolizumab; CQ, chloroquine; ETN,
etanercept; GOL, golimumab; HCQ, hydroxychloroquine; IFX, infliximab; IA, IM, intra-muscular; IV,
intravenous; LEF, leflunomide; MTX, methotrexate; RTX, rituximab; sc, subcutaneous; SSZ,
sulphasalazine; TCZ, tocilizumab; TOFA, tofacitinib
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Figure C3. Sensitivity analyses for ACR50 response in MTX-naive trials for different time-points of
outcome assessment
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Abbreviations: ABAT, abatacept; ADA, adalimumab; AZA, azathioprine; CQ, chloroquine; CTZ,
certolizumab; CyA, cyclosporine; ETN, etanercept; GOL, golimumab; HCQ, hydroxychloroquine; IFX,
infliximab; IA, IM, intra-muscular; IV, intravenous; MTX, methotrexate; RTX, rituximab; sc,
subcutaneous; SSZ, sulphasalazine; TCZ, tocilizumab; TOFA, tofacitinib
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Figure C4. Sensitivity analyses for ACR50 response in MTX-inadequate response trials for different time-
points of outcome assessment

- 3.8 (2.8-5.3)
MTX+ABAT (IV) : g; @%-;‘Q-gﬁ'
- H[£.49-0.8)
v 3.7 (1.3-10)
e 4.2(2.7-6.5)
MTX+ABAT (sc) -¢.— 3.1’ gé.g-g}m
4.3 (2.9-6.9)
6.9 (0.78-67)
- 4.4 (3.4-5.9)
MTX+ADA A 3.5 (2.6-4.7)
= 4.2 (3.3-5.9)
6.9 (1.4-35)
i . 12 (5.8-31)
MTX+ETN ' — A 13 (6.3-35)
) B—> 29 {4.6->100)
e 4.5 (2.6-8)
MTXSGOL(50) = 362270
" ki 3.6 (187.2)
MTXGOL (V) = o
- 3.5 (2.5-6)
MTX+HIFX - 3.4 (2.4-5)
B 3.9(26-6.2)
>< 2.7 (0.78-10)
. 3.6 (2.2-6.3)
A 4(2-8.2)
MTX+RTX 3_'?'5[ 22.6.2) —s— Main analysis
—4—  Pre-rescue data used for
. 2.6 (1.4-4.6) rescue studies
MTX+TCZ (4 mg/kg) A 2.3 (0.93-5.5) = § month data
—— 3.3(1.6-6.6) » 12 month data
—— 4.2 (2.5-6.8)
MTX+TCZ (8 mg/kq) : ﬂ'? ;g_%-g_g;
5.1 (2.7-8.3)
: . 5.4 (3.3-9)
MTX+TOFA P oA 6.1(27-10)
A 4.3 (2.5-71)
——.———— 8.9 (2.2-46)
MTX+HCQ/CQ —_—h— 10 (2.3-51)
&> 16 (2- >100)
MTX+IMGold ——a— e
h > (60- >100])
P s = 14(1.3->100)
e 5.7 (2.2-16)
MTX+LEF L — A 5.9 (2.2-17)
[ 5.8 (2.3-16)
PR P N 2.5 (0.49-14)
MTX+SSZ I 2.9 (0.5-16)
[ — 11(4.5-31)
MTX+SSZ+HCQ ) A 12 {4.7-34)

—B——> 18 {2.4- >100)

001 0.1 1 10 100
Favours intervention—>

Effect relative to oral MTX

Abbreviations: ABAT, abatacept; ADA, adalimumab; CTZ, certolizumab; CQ, chloroquine; ETN,
etanercept; GOL, golimumab; HCQ, hydroxychloroquine; IFX, infliximab; 1A, IM, intra-muscular; IV,
intravenous; LEF, leflunomide; MTX, methotrexate; RTX, rituximab; sc, subcutaneous; SSZ,
sulphasalazine; TCZ, tocilizumab; TOFA, tofacitinib
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